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Notice Regarding Benefit/Priority Claim(s) 



□ Improper Benefit Claim(s) to Prior-Filed Nonprovisional Application(s) 

The benefit claim(s) to prior-filed nonprovisional application(s) is improper because there is no 
specific reference for each prior-filed application that includes: (1) the identification of the prior-filed 
application by application number, or international application number and international filing date; 
and (2) a clear indication the relationship (i.e., continuation, divisional, or continuation-in-part) of the 
nonprovisional applications. For example, applicant should amend the specification to include a 
specific reference, such as "This application is a continuation of Application No. 10/—, — filed — ." in 
the first sentence of the specification following the title. 

Applicant should review each benefit claim submitted and, if appropriate, provide the proper reference 
to the prior-filed application(s) as required by 37 CFR 1 .78. A proper relationship includes an 
identification of each nonprovisional application as a continuation, divisional or continuation-in-part 
application of the immediate prior-filed nonprovisional application for which a benefit is claimed 
under 37 CFR 1 .78 in order to establish copendency throughout the entire chain of prior-filed 
applications. The specific reference must be included in the domestic priority information section of 
an application data sheet (37 CFR 1.76), or the specification must contain, or be amended to contain, 
such reference in the first sentence following the title. 

Timeliness: The required reference for each benefit claim must be filed during the pendency of the 
instant application and within the later of: (1) four months from the actual filing date of the instant 
application, or the national stage commencement date if the instant application is a national stage 
application under 35 U.S.C. 371; or (2) sixteen months from the filing date of the prior-filed 
application. Failure to timely file the required reference is considered a waiver of any benefit claim, 
unless a grantable petition to accept an unintentionally delayed claim under 37 CFR 1.78(a), the 
surcharge set forth in 37 CFR 1.1 7(t), and the required reference are filed. See 37 CFR 1.78(a). 

^ Improper Benefit Claim(s) to Prior-Filed Nonprovisional Application(s) 



The benefit claim(s) to prior-filed provisional application(s) is improper because the instant 
application was not filed within twelve (12) months from the filing date of the provisional application, 
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and there is no indication of an intermediate nonprovisional application that is directly claiming the 
benefit of the provisional application and filed within 12 months of the filing date of the provisional 
application. For example, applicant should amend the specification to include a specific reference, 
such as "This application is a continuation of Application No. 10/ — , — filed — , which claims the 
benefit of U.S. Provisional Application No. 60/ — , — filed— in the first sentence of the specification 
following the title. 

Applicant should review each benefit claim submitted and, if appropriate, provide the proper reference 
to the prior-filed applications (including an indication of any intermediate nonprovisional application 
that is directly claiming the benefit of the provisional application and filed with 12 months of the 
filing date of the provisional application) as required by 37 CFR 1.78. The required reference must be 
included in the domestic priority information section of an application data sheet (37 CFR 1 .76), or the 
specification must contain, or be amended to contain, such reference in the first sentence following the 
title. 

Timeliness: The required reference for each benefit claim must be filed during the pendency of the 
instant application and within the later of: (1) four months from the actual filing date of the instant 
application, or the national stage commencement date if the instant application is a national stage 
application under 35 U.S.C. 37 1 ; or (2) sixteen months from the filing date of the prior-filed 
application. Failure to timely file the required reference is considered a waiver of any benefit claim, 
unless a grantable petition to accept an unintentionally delayed claim under 37 CFR 1 .78(a), the 
surcharge set forth in 37 CFR 1.1 7(t), and the required reference are filed during the pendency of the 
instant application. 

Improper Priority Claim(s) to Prior-Filed Foreign Application(s) 

The instant application was not filed within twelve (12) months from the filing date of the prior-filed 
foreign application, and there is no benefit claim to an intermediate nonprovisional application filed 
within 12 months of the filing date of the foreign application. Applicant should review each priority 
claim submitted and, if appropriate, provide the proper reference to any intermediate nonprovisional 
application filed within 12 months of the filing date of the foreign application in compliance with 37 
CFR 1.78, or delete the priority claim. The required reference to an intermediate nonprovisional 
application must be included in the domestic priority information section of an application data sheet 
(37 CFR 1.76), or the specification must contain, or be amended to contain, such reference in the first 
sentence following the title. 

Timeliness: The required reference for the benefit claim to an intermediate nonprovisional application 
must be filed during the pendency of the instant application and within the later of: (1) four months 
from the actual filing date of the instant application, or the national stage commencement date if the 
instant application is a national stage application under 35 U.S.C. 371 ; or (2) sixteen months from the 
-filing date of the prior-filed application. Failure to timely file the required reference is considered a 
waiver of any benefit claim, unless a grantable petition to accept an unintentionally delayed claim 
under 37 CFR 1 .78(a), the surcharge set forth in 37 CFR 1 . 1 7(t), and the required reference are filed. 

Benefit Claims to More Than 400 Prior-Filed Applications 

The Office's automated system to record and capture benefit claims is only capable of recording 
benefit claims for 400 prior-filed applications. Therefore, the Office is unable to generate a filing 
receipt containing benefit claims for more than 400 prior-filed applications even though applicant is 
entitled to submit benefit claims for more than 400 prior-filed applications. Accordingly, applicant 
should not request a corrected filing receipt to include benefit claims for more than 400 prior-filed 
applications. 



Prior-Filed Nonprovisional Application has been Improperly Indicated as a National Stage (35 



m 
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U.S.C. 371) Application 

Applicant submitted a benefit claim to a prior-filed nonprovisional application and improperly 
indicated that the prior-filed application is a national stage application under 35 U.S.C. 371. The 
Office's records show that the prior-filed application is an application filed under 35 U.S.C. 1 1 1(a). 
The Office has entered the benefit claim to the prior-filed application as a benefit claim to an 
application filed under 35 U.S.C. 1 1 1(a). Any request for a corrected filing receipt to include the 
indication that the prior-filed application is a national stage application will not be granted unless 
applicant supplies evidence that the prior application was in fact a national stage application. 
Accordingly, applicant should not submit such request without such evidence. Applicant should 
submit an amendment (or an application data sheet (ADS) if the benefit claim was submitted in an 
ADS) to delete the indication that the prior-filed application is a national stage application. 



For more information and examples on benefit claims, please see Claiming the Benefit of a Prior-Filed 
A pplication under 35 U.S.C. 1 19(e), 120, 121. and 365(c) , 1268 Off. Gaz. Pat. Office 89 (March 18, 2003), which 
is available on the USPTO website at http://www.uspto.gov/web/offices/com/sol/og/2003/weekll/patbene.htm , 
and the Manual of Patent Examining Procedure (MPEP) §§ 201 .1 1 and 201 .14. 
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Receipt is acknowledged of this nonprovisional Patent Application. It will be considered in its order and you will be 
notified as to the results of the examination. Be sure to provide the U.S. APPLICATION NUMBER, FILING DATE, 
NAME OF APPLICANT, and TITLE OF INVENTION when inquiring about this application. Fees transmitted by 
check or draft are subject to collection. Please verify the accuracy of the data presented on this receipt. If an 
error is noted on this Filing Receipt, please write to the Office of Initial Patent Examination's Filing 
Receipt Corrections, facsimile number 703-746-9195. Please provide a copy of this Filing Receipt with the 
changes noted thereon. If you received a "Notice to File Missing Parts" for this application, please submit 
any corrections to this Filing Receipt with your reply to the Notice. When the USPTO processes the reply 
to the Notice, the USPTO will generate another Filing Receipt incorporating the requested corrections (if 
appropriate). 
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Department of State (with respect to Arms, Munitions and Implements of War (22 CFR 121-128)); the Office of 
Export Administration, Department of Commerce (15 CFR 370.10 (j)); the Office of Foreign Assets Control, 
Department of Treasury (31 CFR Parts 500+) and the Department of Energy. 

NOT GRANTED 

No license under 35 U.S.C. 184 has been granted at this time, if the phrase "IF REQUIRED, FOREIGN FILING 
LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petition for a license under 37 CFR 
5.12, if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months 
has iapsed from the filing date of this application and the licensee has not received any indication of a secrecy 
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Customer No.: 20350 
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Examiner: Tung S. Lau 
Technology Center/Art Unit: 2863 
AMENDMENT 



Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Sir: 

In response to the Office Action mailed January 14, 2004, please enter the 
following amendments and remarks: 

Amendments to the Specification begin on page 2 of this paper. 

Amendments to the Claims are reflected in the listing of claims which begins on page 3 of this 
paper. 



Remarks/ Arguments begin on page 10 of this paper. 
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Amendments to the Specification: 

Please replace the paragraph at page 1, line 5 of the specification with the following amended 
paragraph: 

This application is a national stago continuation application of International Application 
No. PCT/US01/44972, filed November 15, 2001, which claims priority to U.S. Provisional 
Patent Application Nos. 60/249,835 filed November 16, 2000 and 60/254,746 filed December 
1 1, 2000. The above applications are herein incorporated by reference in their entirety for all 
purposes 
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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings of claims in the application: 
Listing of Claims: 

Claim 1. . (original) A method that analyzes mass spectra using a digital computer, the 
method comprising: 

a) entering into a digital computer a data set obtained from mass spectra from a 
plurality of samples, wherein each sample is, or is to be assigned to a class within a class set 
comprising two or more classes, each class characterized by a different biological status, and 
wherein each mass spectrum comprises data representing signal strength as a function of time-of- 
flight, mass-to-charge ratio, or a value derived from time-of-flight or mass-to-charge ratio, and is 
created using a laser desorption ionization process; and 

b) forming a classification model which discriminates between the classes in the 
class set, wherein forming comprises analyzing the data set by executing code that embodies a 
classification process. 

Claim 2. (original) The method of claim 1 wherein the mass spectra are selected from the 
group consisting of MALDI spectra, surface enhanced laser desorption/ionization spectra, and 
electrospray ionization spectra. 

Claim 3. - (original) The method of claim 1 wherein the class set consists of exactly two 
classes. 

Claim 4. (original) The method of claim 1 wherein the samples comprise biomolecules 
selected from the group consisting of polypeptides and nucleic acids. 
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Claim 5. (original) The method of claim 1 wherein the samples are derived from a 
eukaryote, a prokaryote or a virus. 

Claim 6. (original) The method of claim 1 wherein the different biological statuses 
comprise a normal status and a pathological status. 

Claim 7. (original) The method of claim 1 where the different biological statuses comprise 
un-diseased, low grade cancer and high grade cancer. 

Claim 8. (original) The method of claim 1 wherein the different biological statuses 
comprise a drug treated state and a non-drug treated state. 

Claim 9. (original) The method of claim 1 wherein the different biological statuses 
comprise a drug-responder state and a drug-non-responder state. 

Claim 10. (original) The method of claim 1 wherein the different biological statuses 
comprise a toxic state and a non-toxic state. 

Claim 1 1. (original) The method of claim 10 wherein the toxic state results from exposure to 
a drug. 

Claim 12. (original) The method of claim 1 wherein the data set is a known data set, and 
each sample is assigned to one of the classes before the data set is entered into the digital 
computer. 

Claim 13. (original) The method of claim 1 wherein forming the classification model 
comprises using pre-existing marker data to form the classification model. 

Claim 14. (original) The method of claim 1 wherein the data set is formed by: 
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Reply to Office Action of January 14, 2004 

detecting signals in the mass spectra, each mass spectrum comprising data 
representing signal strength as a function of mass-to-charge ratio; 

clustering the signals having similar mass-to-charge ratios into signal clusters; 

selecting signal clusters having at least a predetermined number of signals with 
signal intensities above a predetermined value; 

identifying the mass-to-charge ratios corresponding to the selected signal clusters; 

and 

forming the data set using signal intensities at the identified mass-to-charge ratios. 

Claim 15. (original) The method of claim 1 wherein forming the classification model 
comprises at least one of identifying features that discriminate between the different biological 
statuses, and learning. 

Claim 16. (original) The method of claim 1 wherein the classification process comprises a 
neural network analysis. 

Claim 17. (original) The method of claim 1 further comprising: 

c) interrogating the classification model to determine if one or more features 
discriminate between the different biological statuses. 

Claim 18. (original) The method of claim 1 further comprising: 
c) repeating a) and b) using a larger plurality of samples. 

Claim 19. (original) The method of claim 1 wherein the classification process is a cluster 
analysis. 

Claim 20. (original) The method of claim 1 further comprising forming the data set, wherein 
forming the data set comprises obtaining raw data from the mass spectra and then preprocessing 
the raw mass spectra data to form the data set. 
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Claim 21. (original) The method of claim 1 wherein the different classes are selected from 
exposure to a drug, exposure to one of a class of drugs and lack of exposure to a drug or one of a 
class of drugs. 

Claim 22. (original) The method of claim 1 wherein the each mass spectrum comprises data 
representing signal strength as a function mass-to-charge ratio or a value derived from mass-to- 
charge ratio. 

Claim 23. (original) A method for classifying an unknown sample into a class characterized 
by a biological status using a digital computer, the method comprising: 

a) entering data obtained from a mass spectrum of the unknown sample into a digital 
computer; and 

b) processing the mass spectrum data using the classification model formed by the 
method of claim 1 to classify the unknown sample in a class characterized by a biological status. 

Claim 23. The m e thod of claim 23 wh e r e in th e olass is characteriz e d by a dis e as e status. 

Claim 24. (original) The method of claim 23 wherein the different biological statuses 
comprise un-diseased, low grade cancer and high grade cancer. 

Claim 25. (original) The method of claim 23 wherein the class is characterized by exposure 
to a drug of one of a class of drugs. 

Claim 26. (original) The method of claim 23 wherein the class is characterized by response 
to a drug. 

Claim 27. (original) The method of claim 23 wherein the class is characterized by a toxicity 
status. 
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Claim 28. (original) A method for estimating the likelihood that an unknown sample is 
accurately classified as belonging to a class characterized by a biological status using a digital 
computer, the method comprising: 

a) entering data obtained from a mass spectrum of the unknown sample into a digital 
computer, and 

b) processing the mass spectrum data using the classification model formed by the 
method of claim 1 to estimate the likelihood that the unknown sample is accurately classified 
into a class characterized by a biological status. 

Claim 29. (original) A computer readable medium comprising: 

a) code for entering data obtained from a mass spectrum of an unknown sample into 
a digital computer; and 

b) code for processing the mass spectrum data using the classification model formed 
by the method of claim 1 to classify the unknown sample in a class characterized by a biological 
status. 

Claim 30. (original) A system comprising: 
a gas phase ion spectrometer; 

a digital computer adapted to process data from the gas phase ion spectrometer; and 
the computer readable medium of claim 29 in operative association with the digital 
computer. 

Claim 31. (original) The system of claim 30 wherein the gas phase ion spectrometer is 
adapted to perform a laser desorption ionization process. 

Claim 32. (original) A computer readable medium comprising: 

a) code for entering data obtained from a mass spectrum of an unknown sample into 
a digital computer; and 
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b) code for processing the mass spectrum data using the classification model formed 
by the method of claim 1 to estimate the likelihood that the unknown sample is accurately 
classified into a class characterized by a biological status. 

Claim 33. (original) A system comprising: 
a gas phase ion spectrometer; 

a digital computer adapted to process data from the gas phase ioft spectrometer; and 
the computer readable medium of claim 32 in operative association with the digital 
computer. 

Claim 34. (original) The system of claim 33 wherein the gas phase ion spectrometer is 
adapted to perform a laser desorption ionization process. 

Claim 35. (original) A computer readable medium comprising: 

a) code for entering data derived from mass spectra from a plurality of samples, 
wherein each sample is, or is to be assigned to a class within a class set of two or more classes, 
each class characterized by a different biological status, and wherein each mass spectrum 
comprises data representing signal strength as a function of time-of-flight, mass-to-charge ratio 
or a value derived from mass-to-charge ratio or time-of-flight, and is created using a laser 
desorption ionization process; and 

b) code for forming a classification model using a classification process, wherein the 
classification model discriminates between the classes in the class set. 

Claim 36. (original) The computer readable medium of claim 35 wherein the classification 
process comprises a neural network analysis. 

Claim 37. (original) A system comprising: 
a gas phase ion spectrometer; 

a digital computer adapted to process data from the gas phase ion spectrometer; and 
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the computer readable medium of claim 35 in operative association with the digital 
computer. 

Claim 38. (original) The system of claim 37 wherein the gas phase ion spectrometer is 
adapted to perform a laser desorption ionization process. 

Claim 39. (previously presented) The method of claim 1 wherein the mass spectra are 
derived from a surface enhanced laser desorption/ionization process using a substrate comprising 
an affinity material, wherein the affinity material comprises antibodies. 

Claim 40. (previously presented) A method for classifying an unknown sample into a class 
characterized by a biological status using a digital computer, the method comprising: 

a) entering data.obtained from a mass spectrum of the unknown sample into a digital 
computer, wherein the mass spectrum is derived from a surface enhanced laser 
desorption/ionization process using a substrate comprising an affinity material, wherein the 
affinity material comprises antibodies; and 

b) processing the mass spectrum data using the classification model formed by the method 
of claim 1 to classify the unknown sample in a class characterized by a biological status. 



i 



Page 9 of 1 1 



Appl. No. 10/084,587 

Amdt dated July 13, 2004 

Reply to Office Action of January 14, 2004 



PATENT 



REMARKS/ARGUMENTS 

This Amendment is responsive to the Office Action mailed on January 14, 2004. 

Prior to this Amendment, claims 1-40 were pending and subject to examination. 
In this Amendment, a duplicate claim 23 is canceled. No claims are amended and no claims are 
added. Accordingly, claims 1-40 are pending and subject to examination. 

At page 6 of the Office Action, the Examiner indicates that claims 16, 20, and 36 
would be allowable if rewritten into independent form. The Examiner is thanked for this 
indication of allowable subject matter. 

In the Office Action, claims 1-40 are provisionally rejected under the doctrine of 
obviousness double patenting. 

Applicants note this rejection, and request that this rejection be held in abeyance 
until the claims are otherwise allowable. 

Claims 1-15, 17-19, 21-35, and 37-40 are rejected as anticipated by Hillenkamp 
(U.S. Patent No. 6,558,902). This rejection is traversed. 

Hillenkamp does not anticipate the claims. "A claim is anticipated only if each 
and every element as set forth in the claim is found, either expressly or inherently described, in a 
single prior art reference." Verdegaal Bros. v. Union Oil Co. of California, 814 F.2d 628, 631, 2 
USPQ2d 1051, 1053 (Fed. Cir. 1987). Here, Hillenkamp fails to teach or suggest a method 
including, inter alia, "entering into a digital computer a data set obtained from mass spectra" as 
recited in independent claim 1. Hillenkamp also fails to teach or suggest a computer readable 
medium comprising, inter alia, "code for entering data derived from mass spectra from a 
plurality of samples" as recited in independent claim 35. Hillenkamp mentions an infrared 
matrixrassisted laser desorption/ionization mass spectrometric analysis of macromolecules. 
Hillenkamp does not teach or suggest that his data is to be analyzed with a digital computer. In 
fact, Hillenkamp fails to mention the word "computer" at all, let alone the particular computer 
implemented method of claim 1 and the computer readable medium of claim 35. Since 
Hillenkamp fails to teach each and every limitation of independent claims 1 and 35, Hillenkamp 
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fails to anticipate the pending claims. Accordingly, withdrawal of the anticipation rejection is 
respectfully requested. 



In view of the foregoing, Applicants believe all claims now pending in this 



Application are in condition for allowance. 



If the Examiner believes a telephone conference would expedite prosecution of 



this application, please telephone the undersigned at 415-576-0200. 



TOWNSEND and TOWNSEND and CREW LLP 

Two Embarcadero Center, Eighth Floor 

San Francisco, California 941 1 1-3834 

Tel: 415-576-0200 

Fax: 415-576-0300 

PRJ:prj 

6024601 5 v1 



CONCLUSION 




Patrick KTJewik 
Reg. No. 40,456 
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